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AB The present invention is related to materials and methods for forming 

polymeric delivery vehicles that reduces risk of oxidative degradation of a 
carried drug and the resulting compns. For example, stability of 
co-IFN was improved by adding L- methionine into PVP 
to remove peroxides. 
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AB In manufacture of vinylpyrrolidone polymer aqueous solns. by steps containing 
polymerization 

of N-vinylpyrrolidone (I) -based monomers in aqueous media in the presence of 
H202, metal catalysts, and ammonia, singlet 0 quenchers are allowed to 
exist in the reaction system in the polymerization step. Alternatively, 
nonvolatile organic bases are added to the polymer aqueous solns. Title solns. 
contain <2000 ppm HC02H and do not contain organic polymerization initiators 
and/or their decomposed products. Storage of aqueous solns. containing 
vinylpyrrolidone polymers, HC02H, and ammonia by the use of singlet 0 
quenchers, and vinylpyrrolidone polymers, useful for cosmetics, 
pharmaceuticals, dispersing agents, and additives in filter manufacture, 
prepared 

by heat-drying the aqueous solns., are also claimed. Thus, 450 parts I was 
polymerized in H20 containing Cu sulfate 0.00023, methionine 4.5, 25% 
NH40H 3.6, and 30% H202 19.2 parts to give a 50% aqueous 
polyvinylpyrrolidone solution containing 1100 ppm HC02H and 2000 ppm 
ammonia. The solution was dried at 150° to give 
polyvinylpyrrolidone without gelation. 
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AB A review with 10 refs. The purpose of this study was to assess the impact 
of impurities in formulation components, antioxidants, formulation pH, and 
processing/packaging on the extent of color change associated with oxidation of 
danofloxacin injectable. The methods used in this study include 
reversed-phase HPLC, UV/VIS spectrophotometry, atomic absorption 
spectroscopy, visual observation, and iodometric titration for quantification 
of the antioxidant. The results from this study revealed that trace 
impurities from 2 different excipients significantly contributed to color 
change associated with oxidation PVP introduced trace levels 
of peroxides into the solution A second excipient also had a 
significant impact on stability because it introduced trace metal 
impurities into the product. The minimization of oxygen levels alone in 
the solution and headspace was not sufficient to completely eliminate the 
product instability. The addition of an antioxidant, monothioglycerol (MTG) , 
resulted in a formulation less sensitive to processing variables. The 
impact of pH on the performance of MTG was also studied. At pH 7.5, MTG 
resulted in significant improvement in stability; however, at pH 6.0 it 
was not effective as an antioxidant. Process modifications alone may not 
be sufficient to prevent oxidation Chemical approaches, such as pH control, 
addition of an antioxidant, and control of components should be considered 
first as means of enhancing stability of oxygen-sensitive solns. 
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Effect of silica on lipid peroxidation in the red 
cells 
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Five varieties of silica [7631-86-9] dust induced a significantly higher 
level of lipid peroxides in erythrocytes in vitro than 

was found in control samples. The hemolysis produced by silica dusts was 
associated with the formation of an appreciable amount of malonaldehyde, 
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indicating peroxidative cleavage of the polyunsatd. fatty acids. 
Pretreatment of the dusts with polyvinylpyridine N-oxide (PVP 
N-oxide) [9045-81-2] prevented any enhancement of lipid peroxidase 
[9003-99-0] activity. PVP N-oxide may act as a radical-trapping 
agent, blocking at the quartz surface the putative free radicals involved 
in the initiation of lipid peroxidn. induced by the dusts. The results 
obtained suggest that lipid peroxidn. of membrane-bound polyunsatd. fatty 
acids may be involved in the cytotoxic activity of silica dust. The 
damaging effect of silica dust on cells is discussed in the light of the 
theory of electron catalysis and in terms of damage to membranes by free 
radicals . 



